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AB This invention relates to synthetic chromogranin A peptides, 
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AB A pharmaceutical composition which contains (i) a complex of (a) one or 

more OCIF substances selected from the group consisting of an 
osteoclastogenesis inhibitory factor, an analog thereof and a variant 
thereof, and (b) a polysaccharide substance comprising a polysaccharide 
or a derivative thereof and (ii) a substance suppressing production of a 
prostaglandin and/or a substance competing an action of a prostaglandin. 
The invention also provides a method for treatment or prevention of a 
bone metabolic disease by administering to a patient in need thereof, an 
effective amount of (i) a complex of (a) one or more OCIF substances 
selected from the group consisting of an osteoclastogenesis inhibitory 
factor, an analog thereof and a variant thereof, and (b) a 
polysaccharide substance comprising a polysaccharide or a derivative 
thereof, and of (ii) a substance suppressing production of prostaglandin 
and/or a substance competing an action of prostaglandin. 

SUMM . . . Bone metabolic disease in the present invention may include: 
primary osteoporosis (senile osteoporosis, postmenopausal osteoporosis 
and idiopathic juvenile osteoporosis), and endocrine 
osteoporosis (hyperthyroidism, hyperparathyroidism, 
Cushing's syndrome and acromegaly), and osteoporosis accompanying 
hypogonadism (hypopituitarism, a Klinefelter syndrome and a Turner 
syndrome), hereditary and congenital osteoporosis. 
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AB 



DETD 



The present invention relates to OPG fusion protein compositions, 
methods of preparation of such compositions and uses thereof. More 
particularly, the present invention relates to a fusion protein 
comprising an OPG polypeptide and an immunoglobulin FC region. 
[0093] Osteoporosis, such as primary osteoporosis, endocrine 
osteoporosis (hyperthyroidism, hyperparathryoidism, Cushing f s 
syndrome, and acromegaly) , hereditary and congenital forms of 
osteoporosis (osteogenesis imperfecta, homocystinuria, Menkes' syndrome, 
and Riley-Day syndrome) . . . tumors (breast, lung and kidney) and 
hematologic malignacies (multiple myeloma, lymphoma and leukemia) , 
idiopathic hypercalcemia, and hypercalcemia associated with 
hyperthryoidism, hyperparathyroidism, sarcoid, and renal 
function disorders; osteopenia following surgery, induced by steroid 
administration, and associated with disorders of the small and. 
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AB A complex comprising at least one substance selected from the group 

consisting of an osteoclastogenesis inhibitory factor, an analogue 
thereof and a variant thereof, which is bound to at least one substance 
selected from the group consisting of a polysaccharide and a 
polysaccharide derivative. The complex has a prolonged retention in the 
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bloodstream after administration, making it useful in the treatment and 
prophylaxis of bone metabolic diseases. 
SUMM ... or prevented by the complex of the present invention include: 
primary osteoporosis (senile osteoporosis, postmenopausal osteoporosis 
and idiopathic juvenile osteoporosis); endocrine 
osteoporosis (hyperthyroidism, hyperparathyroidism/ 
Cushing's syndrome and acromegaly); osteoporosis accompanying 
hypogonadism (hypopituitarism, Klinefelter syndrome and Turner 
syndrome) ; hereditary and congenital osteoporosis (osteogenesis 
imperfecta, homocystinuria, . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention concerns therapeutic agents that modulate the 

activity of PTH and PTHrP. In accordance with the present invention, 
modulators of PTH and PTHrP comprise: 

(a) a PTH/ PTHrP modulating domain; and 

(b) a vehicle, such as a polymer (e.g., PEG or dextran) or an Fc domain, 
which is preferred; wherein the vehicle is covalently attached to the 
C-terminus of the PTH/ PTHrP modulating domain. The vehicle and the 

PTH/ PTHrP modulating domain may be linked through the N- or C-terminus 
of the PTH/PTHrP modulating domain, as described further below. The 
preferred vehicle is an Fc domain, and the preferred Fc domain is an IgG 
Fc domain. Preferred PTH/ PTHrP modulating domains comprise the PTH and 
PTHrP-derived amino acid sequences described hereinafter. Other 
PTH/PTHrP modulating domains can be generated by phage display, 
RNA-peptide screening and the other techniques mentioned herein. Such 
peptides typically will be modulators of both PTH activity and PTHrP 
activity, although such techniques can be used to generate peptide 
sequences that serve as selective modulators (e.g., agonists of PTH 
activity but not PTHrP activity) . 
DETD [0229] primary and secondary hyperparathyroidism; 
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DETD [0236] endocrine osteoporosis (hyperthyroidism, 

hyperparathyroidism, Cushing's syndrome, and acromegaly); 

DETD [0254] endocrine osteoporosis (hyperthyroidism, 
Cushing f s syndrome, and acromegaly); 

DETD [0315] Several disease states are associated with increased circulating 
levels of PTH or PTHrP. Primary and secondary 
hyperparathyroidism (PHPT and SHPT, respectively), are 
associated with increased PTH levels, while humoral hypercalcemia of 
malignancy (HHM) results in elevated PTHrP. 

DETD . . . chronic hypercalcemia, we used PTH- ( 1-34 ) -Fc as a long-acting 
calcemic agent. This study also represents a model for primary and 
secondary hyperparathyroidism, diseases which are 

characterized by persistent elevation of PTH levels. In vehicle-treated 
mice, a single SC injection of PTH- ( 1-34 ) -Fc (30. 
DETD . . . PTHrP sequences. These data suggest that [AsnlO, Leull ] PTHrP- ( 7- 
34) -Fc, as well as other Fc-conj ugated PTH-R1 antagonists, may be 
effective treatment options for hyperparathyroidism, HHM, and 
other diseases associated with aberrant PTH-R1 signaling. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention concerns fusion of half-life extending vehicles, 

preferably Fc domains, with peptide sequences that act as antagonists of 
integrins, selectins, cell adhesion molecules, or their respective 
receptors. Linkage to the vehicle increases the half-life of the 
peptide, which otherwise would be quickly degraded in vivo. The peptide 
may be an existing peptide or a peptide selected by phage display, E. 
coli display, ribosome display, RNA-peptide screening, chemical-peptide 
screening, or other methods. 

DETD [0135] endocrine osteoporosis (hyperthyroidism, 

hyperparathyroidism, Cushing's syndrome, and acromegaly); 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention concerns therapeutic agents that modulate the 

activity of CT receptor. In accordance with the present invention, 
modulators of CT receptor comprise: 



NUMBER OF CLAIMS: 
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LINE COUNT: 



a. a CT receptor modulating domain, preferably the amino acid sequence 
of SEQ ID NO: 7, or sequences derived therefrom by phage display, 
RNA-peptide screening, or the other techniques; and 

b. a vehicle, such as a polymer (e.g., PEG or dextran) or an Fc domain, 
which is preferred; 

wherein the vehicle is covalently attached to the CT receptor modulating 
domain. The vehicle and the CT receptor modulating domain may be linked 
through the N- or C-terminus of the CT receptor modulating domain, as 
described further below. The preferred vehicle is an Fc domain, and the 
preferred Fc domain is an IgG Fc domain. Preferred CT receptor 
modulating domains comprise the amino acid sequences described in Table 
1. Other CT receptor modulating domains can be generated by phage 
display, RNA-peptide screening and the other techniques mentioned 
herein. 

Further in accordance with the present invention is a process for making 
CT receptor modulators, which comprises: 

a. selecting at least one peptide that binds to the CT receptor; and 

b. covalently linking said peptide to a vehicle. 

The preferred vehicle is an Fc domain. Step (a) is preferably carried 
out by selection from the peptide sequences in Table 1 hereinafter or 
from phage display, RNA-peptide screening, or the other techniques 
mentioned herein. 
DETD [0178] endocrine osteoporosis (hyperthyroidism, 

hyperparathyroidism, Gushing 1 s syndrome, and acromegaly); 
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